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that CA200645 but also a depression of the maximum response therefore the method described by Christopoulos et al. (1999) Figure S4 . Analysis of fragment screen hits in relation to established adenosine receptor ligands.
(a) 18 Thiazole-containing fragments were contained within the 248-member library screened using our live-cell assay. Four out of eleven 2-phenyl-1,3-thiazoles were identified as hits, alongside one of the two 4-phenyl-1,3-thiazoles. The thiazole and thiadiazole ring systems have been recently identified in numerous adenosine receptor antagonists, although there is no direct fragment correlation with any of S10 the Maybridge Library members we assayed. (b) There was one 1,2,4-thiadiazole member of the 248-member library and this compound, BTB 13395, was identified as a hit. The fragment maps well onto a range of established adenosine A 3 -receptor antagonists recently described in the literature (Jung et al., 2004; van Muijlwijk-Koezen et al., 2001) . (c) Fragment CC 20209, the only 2-phenylpyrimidine member of the assayed 248-member library, was successfully identified as a hit. The fragment maps well onto a range of established adenosine A 3 -receptor antagonists recently described in the literature (Yaziji et al., 2011) . 
Synthesis and characterization of compounds 1 -7
3-Aminoquinoline (5) and 1-(4-methoxyphenyl)-1H-imidazole (6) were purchased from Sigma Aldrich. 37, 126.99, 127.80, 127.82, 127.97, 128.49, 128.62, 131.92, 133.00, 134.39, 144.45, 145.54, 166.22 NaOH. The aqueous solution was extracted three times with ethyl acetate, the organic layers combined, dried over magnesium sulfate, and evaporated to give the crude reaction product. This was purified by flash silica column chromatography eluting with 0 to 10% methanol in dichloromethane with 1%
N-[2-(4-Methoxyphenyl)-1-oxo-1H,2H-[1,2,4]triazolo[4,3-a]quinoxalin-4-yl]benzamide
triethylamine. After evaporation of the solvent from the desired column fractions, 3M HCl in methanol was added, and the product was recrystalized as the hydrochloride salt.
2-(1H-Benzimidazol-2-yl)aniline hydrochloride DP 01095
o-Phenylenediamine (30 mmol), 2-amino benzoic acid (30 mmol), and polyphosphoric acid (100 g) 
S22

Synthesis and characterization of compounds 10 -16
General Procedure B. To a solution of 2-(1H-benzimidazol-2-yl)aniline DP 01095 (0.24 mmol) in DMF (0.5 mL) was added a solution of the carboxylic acid (0.48 mmol), HATU (0.48 mmol), and DIEA (1.9 mmol) in DMF (1 mL). The solution was stirred for 6 h at rt, evaporated under reduced pressure to remove most of the DMF, and then ethyl acetate and water were added. The organic layer was separated and washed with saturated aqueous sodium bicarbonate, saturated brine, and water, dried over magnesium sulfate, and evaporated to give the crude product. This residue was purified by flash silica column chromatography eluting with 0-10% methanol in dichloromethane, and then recrystalized to
give the desired product.
N-(2-(1H-Benzimidazol-2-yl)phenyl)nicotinamide 10
Nicotinic 79, 115.79, 118.22, 120.05, 122.64, 123.55, 123.76, 124.08, 127.36, 130.45, 130.97, 133.39, 135.04, 138.17, 141.79, 148.69, 150.93, 152.65, 163.51 112.34, 114.69, 115.29, 118.37, 119.72, 122.06, 122.91, 123.30, 127.01, 130.51, 133.18, 137.73, 141.68, 146.01, 147.69, 150.50, 155.93 
N-(2-(1H-Benzimidazol-2-yl)phenyl)thiophene-2-carboxamide 12
Thiophene-2-carboxylic acid gave 12 (15 mg, 20%) as a white solid according to General Procedure 74, 115.37, 118.37, 119.81, 122.52, 123.19, 123.65, 127.35, 128.68, 128.92, 130.95, 132.36, 133.46, 138.23, 140.44, 141.84, 150.99, 159.87 68, 115.67, 118.29, 119.98, 122.53, 123.20, 123.68, 127.36, 127.41, 129.03, 130.92, 132.15, 133.44, 134.86, 138.49, 141.89, 150.99, 164.99 
N-(2-(1H-Benzimidazol-2-yl)phenyl)cyclopentanecarboxamide 14
Cyclopentane carboxylic acid gave 14 (17 mg, 23%) as a white solid according to General Procedure 62, 29.86, 47.20, 111.54, 115.22, 118.48, 119.89, 122.27, 122.61, 123.38, 127.27, 130.67, 133.48, 138.56, 142.07, 150.92, 174.54 58, 31.10, 111.70, 115.22, 118.48, 119.85, 122.68, 123.20, 123.30, 127.30, 130.68, 133.61, 138.42, 142.28, 150.89, 172.18 44, 111.03, 115.47, 117.52, 119.88, 122.83, 122.92, 126.89, 127.30, 128.57, 129.43, 130.63, 135.21, 135.44, 138.30, 142.29, 150.77, 169.67 08, 22.64, 26.97, 29.04, 31.63, 43.49, 110.62, 111.82, 114.93, 122.61, 126.54, 131.27, 147.92, 152.01 2H), 7.31 (m, 1H), 7.56 (dd, J = 1.5, 7.8 Hz, 1H) 43, 116.43, 118.23, 118.63, 121.31, 122.07, 123.24, 128.50, 130.62, 133.55, 140.09, 142.33, 148.77, 150.35, 151.02 
N-(2-(1H-
